Altered inhibition is a salient feature of hippocampal network reorganization in epilepsy. Hippocampal pyramidal cells and dentate granule cells show specific reduction in cannabinoid receptor type 1 (CB 1 R)-sensitive GABAergic inputs in experimental epilepsy. In the dentate gyrus, CB 1 Rs regulate synaptic release from accommodating interneurons (AC-INs) with adapting firing characteristics and axonal projections in the molecular layer, but not from fast-spiking basket cells (FS-BCs). However, it is not known whether the intrinsic physiology and synaptic inhibition of AC-INs responsible for CB 1 R-sensitive inhibition is altered in epilepsy. Using the pilocarpine-induced status epilepticus (SE) model of epilepsy, we find that the basic physiological characteristics of AC-INs in epileptic rats are not different from age-matched controls. In paired interneuronal recordings, the amplitude of unitary inhibitory synaptic currents (uIPSCs) between AC-INs doubled after SE. Non-stationary noise analysis revealed that the post-SE strengthening of synapses between AC-INs resulted from an increase in postsynaptic receptors. Baseline synaptic release and CB 1 R antagonist enhancement of release at synapses between AC-INs were not different between control and post-SE rats. Additionally, uIPSC amplitude in FS-BCs to ACINs pairs was unchanged after SE indicating input-specific microcircuit alterations in inhibitory inputs to AC-INs. At the network level, AC-INs showed no reduction in spontaneous and miniature inhibitory synaptic current (sIPSC or mIPSC) frequency or amplitude after SE. However, AC-IN mIPSC amplitude was persistently enhanced in post-SE and epileptic rats. CB 1 R agonist reduced the amplitude and suppressed a greater proportion of sIPSCs in AC-INs from post-SE and epileptic rats demonstrating a novel, cell-type specific increase in CB 1 R-sensitive inhibition of AC-INs after SE. This unique post-SE strengthening of inhibition between AC-INs could lead to activitydependent suppression of AC-IN firing and compromise dentate CB 1 R-sensitive inhibition in epilepsy.
Introduction
Epileptic circuits undergo profound changes in inhibitory regulation of projection neurons (Coulter, 1999; Zhang et al., 2007) . Recent studies have identified that granule cell and CA1 pyramidal neurons from epileptic rodents show a selective decrease in a subset of inhibitory inputs that are modulated by cannabinoid type 1 receptors (CB 1 R) (Wyeth et al., 2010; Sun et al., 2014) . Similarly, we have demonstrated a functional decrease in CB 1 R-sensitive inhibition of dentate fast-spiking basket cells (FS-BCs) in epileptic rats (Yu et al., 2015b) . In the dentate gyrus, CB 1 R-sensitive inhibition is mediated by two morphologically distinct GABAergic neurons: Hilar commissural-associational pathwayassociated (HICAP-) cells with axons in the inner molecular layer and total molecular layer (TML-) cells with axons spanning the inner to outer molecular layers (Han et al., 1993; Soriano and Frotscher, 1993; Mott et al., 1997; Yu et al., 2015a) . HICAP cells are known to express cholecystokinin (CCK) and CB 1 R (Hefft and Jonas, 2005; Morozov et al., 2009; Savanthrapadian et al., 2014) . In the cortex and hippocampus, CB 1 R at axon terminals of CCK-positive neurons mediate a unique form of activity-dependent suppression of GABA release at synapses on projection neurons and CCK-expressing neurons alike (Ohno-Shosaku et al., 2001; Freund, 2003; Ali, 2007; Neu et al., 2007; Lee et al., 2010) . Recently we demonstrated that TML neurons express CB 1 R and show modulation of baseline GABA release by cannabinoid
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Abbreviations: AC-IN, accommodating Interneuron; ACSF, artificial cerebrospinal fluid; CB 1 R, cannabinoid receptor type 1; CCK, cholecystokinin; FS-BC, fast-spiking basket cell; HIPP cell, hilar-perforant pathway-associated cell; HICAP cell, hilar commissuralassociational pathway-associated cell; IEI, inter-event interval; IQR, interquartile range; IML, inner molecular layer; mIPSC, miniature inhibitory postsynaptic current; PV, parvalbumin; sIPSC, spontaneous inhibitory postsynaptic current; TML cell, total molecular layer cell; uIPSC, unitary inhibitory postsynaptic current.
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